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 Serevent® (salmeterol xinafoate)
. Diskuslnhalation Powder

DEBARMENTCERTFICATION

- Glaxo Wellcome hereby. certifies that it did not ahd will not 'us'é" inany. S
. capacity the services of any: person debarred under section 306(a)or . S
. (b) of the Generic Drug Enforcement Act of 1992 in-connection with: .~ . . o

L AT SEM Bler V77~ L Date o
... Head, International Compliance Services =~ o e
~ World Wide Compliance .~~~

 list of Glaxg Wellcome Principal Investigators for the above titled submission” . .
- has been compared with the 0BApr97 Food and Drug Administration Debarment =~ -~ -
- Listand t_hQ 0_1 Jang7 Disqua‘liﬁéd-.‘ Restr?it;;_ted_.f andGivenﬁ Assurancesflists;f;: R

:_:,.The list
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Serevent® (salmeterol xinafoate) Diskus Inhalation Powder

Glaxo Wellcome hereby certifies that it did not and will notuseinany
"capacity the services of any person debarred under section 306(a)or .
- (b) of the Generic Drug Enforcement Act of 1892 in connection with - SN T N

‘this application.

' Head, International Compliance Services. =~ . 0
- World Wide Compliance . ... =
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" The list of Glaxo Wellcome Principal Investigators for the above titled sibmission -
- has been compared with the 12Aug97 Food and Drug Administration Debarment -~ -
- Listand the 18Apr97 Disqualified, Restricted, and Given Assurances lists. - -
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- Pedlatnc Page Prmtout for PARINDA JANI

'Genenc ST T ST

L :!j'; 'Proposed
Indlcatlon_ o

s THERE PEDIATRIC CONTENT N THIS SUBMISSION" | XES

. What are the INTENDED Pedlatnc Age Groups for this subrmssnon"

_.* NeoNates (0-30 Days ) _Children (25 Months-12 years)
: -r:_ Infants (1-24 Months) Ado]escems (13 18 Years)

_:-3'-'Label Status a

S Formulatlon Status
-7 Studies Needed

Study Status

' N.Q

'.'_':'COMMENTS L
L ;_1: The supplemem wxll be approw:d

S Tlus Page was completed based oninfs
”."PARINDAJANI |

B Sign‘a'fﬁ?é_'_:_‘ :

© RPPEARSTHISWAY
o oNomGINAL




Pedlamc Page Printout for PARINDA JANI - Pagelofl

PE_.DIATRIC PAGE

' 2%22 Trade Name

© Supplement |
';'__Number N _:_:.:5__1 . _‘;...:.GenencName
o Supplement Type SE1 - Dosage Form

Regulatory Actnon RN :::-gll:; :fgn

ik IS THERE PEDIATRIC CON’I'ENT IN THIS SUBMISSION"

- R What are the INTENDED Pedmtnc Age Groups for ﬂ'l]s subnnssmn"

—_NeoNates (0-30 Days ). L Children (25 Months 12 years)
. Infants'(1-24 Months) NI Adolescents(l3-18 Years)

_X__Other Age Groups (hsted)

s Label Status
* Formulation Status
-+ . Studies. Needed
— Study Status :

Are there any 'Pedmmc Phase 4 Comnntments in the Achon Letter i'or the Ongmal Sublmssnon’ NQ
S UCOMMENTS: =i . _
o The: supplcrncnt is- due Scplcmber 26 1998 and- w:ll bc A

. - - pediatric indication (S 002 for children 4 years of ; agc and older) whxch will be approved on lhe same date

;. This Page was completed based on information fros 2 PROJECT MANAGER/CONSUMER SAFETY OFFICER;

Signature... . - -

. Date

. APPEARSTHISWAY
o _‘_:_f; ON 'QRlGlNAL S e

pproved Sponsor has submmcda scparatc supplcmenl for o SR

S 625:22PM




An exclusivity determination: will be made foralloriginal applications, but only for . R

éii:s'we_:'x_'_"yes;" to one or more of "th fqll_éijg questibns‘-gb_dpt mg's’u_bnﬁs:sionf' SRR
)sttanongma.lNDA" ST -
) Iitmfctveness upplemen?

YES /_X_/NO/____/

Ifyes, whattype? (SEL, SE2,etc) SEs.

If your-answer 1s'no because you beheve the study is a bioavailability study and,
 therefore; not eligible for exclusivity, EXPLAIN why it is a bioavailability study,
_including your reasons for disagreeing with"any arguments made by the applicant .- -

'-:th'a:f'the study was not simply a bioavailability study.

certain supplements. Complete Parts I'and TII of this Exclusivity Summiary only ifyou: =

Ifltls a. supplement rcqumngthc revxew of clinical data. butlt is not an.
'je'ffe‘cti\:cness:supp]e'r‘h’e‘nt,;_d'es(:n't}_e: the' change or'claim that is supported by the . -

clinical data:
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Sl Exclustvny Summary
oo Page2uiio

d) Dld the app]rcant request exclusmty

YES/ X/ NO/

If the answer to (d) 15 yes,'f
request" :

IF YOU HAVE ANSWERED "N TO ALLWOF THE ABOVE QUESTIONS Go-'__fiff'-' SN
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

Has" a product thh the same acuve mgredtent(s) dosage form strength route of ?: frant
' admrmstranon, and dosmg schedule prevrously been approved by FDA for the same use" T

YES/ f NO/ x /

If yes, NDA # Drug Name

U THE ANSWER TO QUESTION 2 IS "YES "

E * Go bmECTLY 10 THE stONATURS

Is thts drug product or md:cauon a DESI upgrade? TSI

L IF‘TI{E”ANSWER TO QUESTION 3 31S "YES," GO DIRECTLY T0 THE SIGNATURE'[;f_"i%'f e
S BLOCKS ON PAGE 8 (even ifa study was reqmred for the upgrade) e .

. :l'3::_'::f-'PARTn FIVE .

Has 'FDA prevrously approved under section 505 of the Act an Ao
"'the: same active: ‘moiety. as the: 'drug’ under consideration? Answer "yes" if the: active . o

. moiety (including other esterified forms; salts, complexes, chelates or clathrates) hasbeen -
“'previously- approved, but this particular form" of the active moiety, e.g., this particular -
_ester-or. salt- (including " salts with- hydrogen. or- coordmanon bonding) -or. other non-_f' '

: ova]ent denvanve (such' as a complex; chelate, ‘or clathrate) has not: been approved
fjiAnswer no 1f the compound requlres metabohc conversxon (other than .~ @

y drug product contammg: SRR




o NDA20-6028:002

. YBSIXY wWoi_y
I "yes," identify the approved ‘drug product(s) containing the. active moiety, and, if .
< known, the NDA#(s). . -7 R TR TR T R

“If the product ¢ontains more than one active moiety (as defined in Part II, #1), has FDA 0
;"ﬁiéviouslyi'approved3an.ap'plicatjon‘under}'sectio'n 505 containing any one of the active = - -1
--mbic'tie's_'in:'the drug product? If, for: example, ‘the combination. cc_mtajns? one: never-' P
. before-approved active moiety and one ‘previously approved active: moiety, answer "yes." .

(An’ active ‘moiety. that- i marketed under:an. OTC monograph, but- that- was. never:
pproved under an NDA, is considered not previously approved.) 1. i T

O UYESL NIy

If "yes," identify the approved drig product(s) containing the ‘active: moiety, -and, it
known,theNDA#(s) SRR L A S P Coi e

" IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1 IS "NO," GO DIRECTLY - -
. TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES," GOTOPARTHL, .~ . .

- PARTIII THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

: . Toqualify for three years of exclusivity, an ‘application or: supplement ‘must ‘contain: "reports of

© o new clinical investigations ‘(other than bioavailability studies) essential to the ‘approval of the
.. - -application and conducted or sponsored by thie applicant.” This section 'Shm’i]d_'bé"completed‘on]y__'
“. - if the answer to PART II, Question or2,was "yes. o0 oo T

Does the-application ‘contain reports of clinical investigations? - (The Agenéy interprets -
“"clinical - investigations” 'to.‘mear - investigations . conducted “on humans ‘other.  than” -
- bioavailability studies.)  If the application contains clinical investigations only by virue = - L
. of ‘a right of reference to clinical investigations in another application, answer "yes," then .. i
- skip to’ question 3(a). If the answer: to 3(a)'is’ "yes" for any. investigation referred to in L
-, another 'applicétion;-'db'not-cOmplcte_"i'emair'idér.‘of'summary foﬁ'that‘inVCStigation.-..._-.'Z'__.'_'; i

T YBS ixuNoi




L ;:fist'DA:.zq;qu}s?.ooz: SRS o
- Exclusivity Summary "
s Pﬁg§'4f.‘-'-{1’.:;-’:_-j T '
:j;- IF"NO,"

A clinical investigation is. "essential to the approval" if ) _ :
-approved the application or supplement. without relying on that investigation:. Thus, the -
investigation is not essential to the approval if 1) no clinic

‘support the supplement or: application’inlight. of previously approved: applications (j.e..
information other than clinical trials, suck as bioavailabil :
provide a BasiS'for'apprOVa]-?as’aﬂ 'ANDA ‘or 505(b)(2) application: because- of what is- -
alteady known about a previously approved product); or 2) there are published reports of .
studies. (other than 'those* conducted o

available data that independently w
application; without reference to the

ould have been sufficient to support approval of- the :
clinical investigation sub'ﬁﬁttec_l in the application. : .

ingredient(s) are considered to be bioavailability studies. : : ‘

conducted' by ‘the applicant or- available from: some- other: soiircé, includin

supplement?- . - I

: | YESIXJ. NoI_

7 If "no," state the basis for your conclusion that a clinical trial is no

" o GODIRECTLY TO SIGNATURE BLOCK ON PAGE 8: .

Did the applicant submit 4 list of

- effectiveness of this drug product and a statement that the publicly available data .

- 'would not independently support épproval of the application? .. .

ST YBS UXNors

:;:;”If_ theanswertoz(b)xs yesdo y'01:1" personally 'kﬁo_v:v:- of ‘any reason to -
', disagree with the applicant's conclusion?. If not applicéb'l_ti,:anSWer NO.

CYES/ g NO/X./

Tfyes,explain -

) . If the. answer to 2(b) is. "no,"” are you. aware

R conducted or sponsored’ y- the: applicant or other publicly available data
' thatcould independently. demionstrate the safety and effectiveness of this-
- drug produict? " - S e e e

OONOLXY

the-Agency could ‘not have =
al investigation is necessary to- -

ity'data, would be sufficientto - -~

d:'or. sponsored by. the applicant)y or-other publicly - . |

For the’ purposes. of - this 'se'c:tidn.."sfﬁdi‘esfcbimpar‘irig_"}fivf?lé‘Prddu'été'g ‘with “the - same Lo

In light of “‘previously approved applications. is'a clinical investigation (cither e
. ' : : b gthe = - bl
published : lifcratur‘;'):._.néces'saryf[tb_ - support approval - Ofthe Z:”app]ic'a[ion o

is not necessary for approval AND

published studies relevnt to the safety and

f-ébf j)'ut;liéh:ed'.s'tﬁdiés nétf S




L ExclusmtySummary R
' Page SRS

. If:').!'ési'eiplvézjhf‘r'- N

It ‘the answers to ®)(1) and(b)(z) were both j"nb,'i | ':i:déh';tify' the - clinical o
investigations submitted in the application that are essential to'the approval: - - .

Investigation #2, Study # SLD-390

addition to being essential, investigations' must be "new" to support éxcmsi'vity?.-;._; The ~ i
-agency. interprets "new. clinical’ investigation". to mean: an-invéstigation' that 1) has not

drug product; i.e., does not. redemonstrate some y
demonstrated in‘an already approved application...© : -

. For each “investigation. identified " as- "esSen’tia]jf"t'Qf'”thé:';‘éppfbi/'él,'f_ has” the S E It
Investigation been relied on by the:agency to demoristrate the effectiveness of a SRR
- previously ‘approved drug product? - (If: the investigation ‘was relied on.only to L
“support f-h:‘? safety of a pre:vit)usly'.'éppmVé ' . .

d drug, answer "no."). ;-

'IriVééfiggainn;#if R 'E.

Iﬁ\?é§ﬁéati6nf#2_;_ iy ES/

 Investigation #4°

: Investlgatlon #5 .::- L

If you have ‘answered."yes" for 5. 65 more. '
- Investigation and the NDA in which each was relied upon;:

, For each . mvcsnganonldem)ﬁed as"essenual totheapproval,does the L
‘inyestjgation-'dupliéatc'ﬂ)é‘"re‘sult's_ 'bf.:fariodiefr-" ihves‘tigétioh:'that was relied onby .- .
‘the agency to support the e'ﬁectiVengé';. ofa pr;:viqus]y approved drug product? - . IS




©i o NDAZD6OVSIO02
R Exclusivity Summary.. o

_. In%éé-stig'a'ti’oﬁ'#lf{

o Iiivestigation #2

 Investigaton#3 - YES, .

" If you have answered "yes" for one or more investigations, Jdenufy the NDA ' in which a oo
'simila'; investigation was relied on: . T

| If the answersto 3(a) and3(b)are no, identify each "new" mvesngatmnm theapphcatlonor B
- -~ supplement that is essential to the approval (i.e.; the _investj'gatjpns listed in_*_#2(c),: les; any that - - ..

<. arenot "new"):: - -

Investigation #1, Study # SLGA 2016

* Investigation #2, Study # SLD-390

: _Iiri'v"és'lﬁ gation #3; Study # SLGA 3014 _

To be eligible for exclusivity,

a'new investigation that is essential to-approval mustalso -
have been conducted or sponsored by the applicant. “An'investigation was "conducted or O
sponsored by"-the ‘applicant if, before or during the: conduct of thé investigation, 1) the - -~ -
applicant was- the. sponsor of the INDifnémed-in_ the form FDA" 1571 filed with' the S
Agency, or 2) the-applicant (or its predecessor in interest) providedsubstantial support for: S
the study. ' Ordinarily, substantial support will mean providing 50 pefeent of more ‘of the -

costofthe study: - .. . oo T FUS UL TR E T P

'be"éaéh"iﬁifeétigation 1dcnnﬁed1response tohﬁés’tion"‘j“(c’);}--if the mest}‘géﬁoﬁi-:'_';-f ST
‘Was carried out under an.IND, was'the applicant identified on. the FDA 1571 as -
the'sponsor? o o PR T R A

Investi sation #1 through#3 =
IND#_—" ") YES /Xy

- For each ithStigéﬁbﬁ' ot ca.med Quf under an IND or for 'Whiéh thcapphcant was . |
.- not’ identified as the sponsor, did: the- applicant certify that it or the applicant's
- 'predecessor in interest proVided"sp_b:s'tz_l_n:tial"s'uppo'_rt for the study? . - SR R
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Exclusrvny Summary _

o Page 7

Investxganon #l

YES /__/ Explam "

YESL JBglhin___ NOL_/Exian____

; Noththstandmg an answer of "yes 0 (a) or (b) are there other reasons to beheve_ oL
- that the applicant should not be credited with  having "conducted or sponsored” the. R
~'study? - (Purchased studies may not be used as the basis for exc]uswny However, - RIS
- if-all rights to the drug are purchased (not just studies ‘on the' drug), the' applicant.~ - - -

':-__'may be- considered 1o have: sponsored or conducted the studles sponsored ori'.f:l
--'_conducted by its predecessor m mterest) IR R -

Pannda J am .

. D F C C P
vaxslon Dnr ctor :

| Of.‘g"’al NDA 20692 i APPEARS Tmsw y

- Division File HFD- 570

- HFD-93 Mary Anmn Holovsc e N ";jé N OR'GINAL RN TRIE P




o EXCLUSIVITYSUMMARY for NDA #

© ' Trade Name Serevent Diskus SR
'~ Generic Name Salmeterol xinafoate inhalation

- .- Applicant Name Glaxo Wellcome -

b) Is it an effectiveness supplement?

CYBS XU NoLs .

i yes,Whattype"(SEl,SEz’cm) SE] S

Dldltreqmre ‘thé'ré'\}'ié"\i{'c:)ficl‘i'hib'ejll_fdéfé.'other'than"td support a 's:aféty'c'léii'rﬁf'bi_"j';;_:' o
change in labeling related to'safety? - (If it r‘equired:r'gsview.dn]y- of bioavailability -
or bioequivalénce data; answer.'no."): v o u o T DT

it B}

~If your answer is "no” because you believe the study is a bioavailability study and,
- therefore; not eligible for exclusivity, EXPLAIN ‘why it'is a bioavailability study, . -
- including your reasons for disagreeing with any guments made by the applicant
~‘that the study was not simply a bioavailability. stady, - i e

If it is & supplement requiring the review of clinical data but it is not an
effeétivene555'suppl'cmem;,-fdesc'ribé?:ﬂie_ change or claim that is_supported by the' o
"‘cl_:in'iCalidata:.';__:;_: R AT e R '




YES/X / NO/___/

If'the answer to (d) 1s "yes how many years of exclusxvxty dld the appltcant.__:f S e

it request'7

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS GO

DIRECTLY TO TI-IE SIGNATURE BLOCKS ON PAGE 8.

‘Has- a; product wrth the’ same - dctive’ mgredxent(s) dosage form, strength ‘Toute" off"f? L g
admtmstratton and dosmg schedule prevnously been approved by FDA for the s_ame use? » e e

YES/ NO/X/

Hyes, NDA# Dmg Name 553.'5-:‘ E ;z'fa-f

' IF THE ANSWER TO QUESTION 215 YES," GO DIRECTLY TO THE SIGNATUREE:I:'SE' ST
i BLOCKS ONPAGES.. : . |

Is thls drug product or mdtcauon a DESI upgrade” EENY

o :"tF THE. ANSWER TO QUESTION 3 IS "YES "GO DIRECTLY TO TH:E SIGNATURE

- : --E_ '_ : BLOCKS ON PAGE 8 (even lf a study was requlred for the upgrade)

as FDA prevrously approved under secnon 505 of the Act any drug product contammg'_ i ?'-._}5 i
.'the; same. active: moiety.as. the: drug under. ‘consideration?. - Answer "yes" if the active SR o
moiety (mcludmg other esterified forms. salts, ‘complexes; chelates or clathrates) has been P

3 prev:ously approved, but this: pa.mcu]ar form of ‘the’ active moiety, e g, this: parttcular:_'f'

: ogen or: coordmatton bondxng) ‘or. othér- non-
“(such as a complex chelate, or. clathrate) has not been approved

AnSWer "no lf the compound reqtures metabohc conversron (other than LR




If)’es1dentlfytheapproVeddrugproduct(s)Comammg thcactlvemmety and; if

::tkhOWp; the NDA."#(S);_‘, ERSIE R

I the product contains more than one active moiety (a5 defined in Part I #1), has FDA

“previously approved an application under section- 505 containing any' one of the active i
“moieties in: the drug: product? . If, for example, the. combination contains one never- . Lo
‘before-approved active moiety and one previously approved active moiety; answer yest i
(An:active ‘moiety- that js marketed. under- an OTC- monograph; ‘but that was ‘never:. ol

‘approved under an NDA, is considered not previously approved.) RS T

If yeS,"ldcntxfy the aﬁpj-o{;éd_f. dl'ugproduct(s) contammg fl':ljcr"‘ac‘tiv"e‘:'- moxety,and,xf o

knowr, the NDA #(s)...

 IFTHE ANSWER TO QUESTION 1 OR 2 UNDER PART I IS "NO," GO
- TO THE SIGNATURE BLOCKS ON PAGE 8. IF "YES," GO TOPARTIIL -

 PARTIN THREG.VEAR EXCLUSIVITY FORNDA'S AND SUPPLEMENTS

- To qualify for thee years of exclusiviy, an applicaton or supplement mist contain “reports of

: mew clinical investigations (other than bioavailab

- new clinical in' _ lability ‘studies). ‘essenti'al;-tof‘the;-hpbrov'al;"of.-'the'_
- application and conducted or sponsored by the applicant.” This section should be completed only

' if the answer to PART II, Question 1 or 2, was "yes." - SERREEE NP

"NO,GODIRECTLY SR

"Does the application contain reports of clinical iﬂVéStigaﬁbhé?'._-"(Thé}"Ag'en:cy. interprets - o
~"clinical * investigations"- to: mean.  investigations - conducted on: humans- other than =

_ bioavailability studies.)

If the application contains clinical Investigations only by virtue - -

‘of a'right of reference to 'cliﬁic'a'.l__i‘n\?bstigétibh's‘_'iﬁ-'anomer.'a;jpli;;'atidn_,r answer."yes," then L .
“skip to. question: 3(a). If the ‘answer to:3(a) is "yes"“for any invéstigation referred to in- -

'anoﬂlerj_application;*do not complete remainder of summary for that investigation.” - -




A clinical - investigation” is "essential’ to. the ‘approval” if the-Agency. could not have' 1
approved the application 'dr“suppleme'nt‘i_v'ith'out'relying on'that investigation. . Thus, the -
investigation d to the approval if 1) no clinical investigsti yto
" application.in light of previously: approved applications (i.e., . = :

cal trials; suchias bioavailability data, would be sufficient to -

clinical 'imi:stigatioﬁsubmitted in'the application.
For the purposes of this section, studies comparing two. products with the same

' ihg‘i'ediént(s) are cbnsi'derec_l to be bioava_i]abiljty.'studies;;' o

I "o, state the basis for your conclusion that a clinical trial is not necessary for approval AND -
;'j'_'.f_:_-_:--GODIRE'CTL_Y_TQSIGNATUREBLOC_K:ON_PAGE'S_:' R T I TR

“ Dxdthe épp}iéaht‘suﬁmitfé'li-ét} ofpubhshed studnes re]evanttothe safety.and - i

effectiveness of this drug‘ptbdu‘c;}faﬁd a st'atemem‘ﬂia;ithe‘publicl'y- 'av'ailablé‘ data ST

would hot in'depende'nt]y_'support-__aijpiOVal of the application?. : PR
- YBS IX.Nosy

_ : 2(b)1s yes," &65E)I/du"pér'SIOnal'l')};:kho.w'bf'ahygm'a.'s'bhfu_).'.‘f"'-_:53' o
< disagree with the'applican't'sf'c;fénclusion’._7_; If not applicable, answer NO.. =~

- Tfyes explain

) If the: answer to 2(b) i ."1o," ‘are you- aware. of published swdies not - SR

/. conducted or sporisored by the applicant or. other publicly available daita THE
' that. could independently demonstrate the safety and effectiveness. of this -~ -
Jdrugproduet? . x0T T N P




T erpit :NDA.20‘_592/S_ébOIf:'? .

~ Page 5

- Myes, explains o
I the answers 10 (1) and (5)2) ‘were: bot o idenity the clinical
Investigations submitted jn the application that are essential fo t_hg_-approva__l-' [ESRE

Investigation #1, Study # SLGA 20] 30
EI:m}é:sftig'aiiﬁdr:;#'2.' Study % SLGA2017 S R

Investigation #3, Study # SLGA 2002

 Tnvestigation #4. Study # SLGA 2003

~For" ‘éach--:fn-{/estigatiaﬁ'g;"ide‘ntiﬁea; as_“essential. ‘to the - approval,” “has:

investigation been relied o by the agency to-demonstrate. the ‘effectiveness ofa i

Ppreviously ‘approved. drug’ product? (If ‘the investigatio,
: Support thie safety of a previously :approved-d‘ni‘g',‘answa_- "no.") R RO

| Invesn;anon#Z e

Invesuganon #3 T

Invesngauon#“ | Sy
imesiguionss ygg

If you have answered -

D was. relied on only o= 0 . -




. 'NDA20-60wS001 I -
 Exclusivity Summary |

- : Pages P ERENE TSI o G s
SRR ) For ‘each . investigation identified - as "essentralf__;'t___"thejfappj-dva]','.'_f'f does- the. . = .
“investigation duplicate the results- of another Jinvestigation that was relied on by . g
the agency to support tlle'effc;ttivenéSS"of a previously approved drug product? : "

Invesngatxon #l YES/ /. Ll NO/_X__ s

Investigation #2° - YES/_/

Investigation #3

Investigation #4

Investigation #5 .

- If you have answered "yes" fdrjbn'e_"df'-ﬁior'éﬁiﬁvegtiga‘tidhs;;i@éntify' the NDA in - "
-~ which a“sir'nilarinveStigatioh-Wé.sEre]ied'-on:-jjl FRE R P T N PO R

NDA# T Sudy#

X the answers to 3(a) and 3(b) are' no; identify each "new” investigation-in the application or
. 2 supplement that is essential to the approval (i.e:; the investigations listed in #2(c), less'any that '

Investigation #1; Study # SLGA2013

nvestigation #2, Study #SLGA w7

; Iﬁﬁéétiéaﬁbﬁ #3St“dy#§LQA&Qg R

Investigation #4, Study # SLGA 3003

Investigation #5, Study # SLGA 2014

To be eligible for exclusivity, a new investigation that is essential to approval must also
have been conducted or sponsored by the applicant.- An investigation was "conducted or .
sponsored. by" the. applicant if; before or during the conduct of the investigation; 1) the.
applic'aht}fwas:'thg-SpOnSOr of the IND' named-in the_form FDA 1571 filed with the- = - -
| | ssor in interest) provided substantial support for = -

- Agency,or 2) the applicant (or its predeces i |
~'the study: Ordinarily, substantial support will mean providing 50 percent or more of the. © -




. NDA206sYS001
N E’(CI“si‘?ity'SUnﬁnary;j‘; o

.o . Page:

‘For each inivestigation identified in respdh's“e"zarqﬁés*ﬁcsn.‘3'(c Cif
‘was carried out under’ an IND, was the ‘applicant identified o )
the sponsor?.: - . o BRI LTS

Investigation #1 through #5
IND" S : :

APPEARS THIS WAy




B .'(; ' NDA 20.692/5:001 o
Exclusxv:ty Summary o
PageB SLon

' Invesnganon #l

Z_Q:YES/ /Explmn L

'Investlgatlon #2

YE /Explam : NO/__._/ Explam______

arethere oLher reasons to belxeve T
ing "conducted or sponsored” the o el
e basis for exclusivity. However, . .
tudies‘on the ‘drug), the applicant - . T
ducted the studxes sponsored or?'; S

- that the applicant should not be crcdned with hav
study? (Purchased'studies may not be used as th
if all rights to the drug are purchased: (not just s
- may be considered: to: have sponsored: 'or con
; '-conducted by 1ts predccessor in mterest )

If yes, explain:

- " Project Manager .

. “":"’John 4 Jemkins, X MD FC. CP g
' DlVlSlOﬂ Dnrector T

" Original NDA 20-693
.- Division File HFD-570 . -
SRS HFD 93 Mary Ann I-Iolovac
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“Marketing Exclusivity

 NDA20692
‘Serevent® (salmeterol xinafoate) Diskus® Inbalation Powder

 RequestforMarkefingExclusivity -

ursuant to Section 505(c)(3)(D)(iv) and 505(j)(4)(D)(iv) of the Federal Food, Drug;and = - & =
~Cosmetic. Act and 21" CFR 314.108(b)(4), Glaxo Wellcome Inc. requests three years of .~ " .
‘exclusivity from the date of “approval- of Se‘revent@"-‘('salmen_:r‘bl'-”xin'afoate)i:Diskﬁs®5-.j_ S
Inhalation-Powder for long-term twice ‘dail Y (morning and evening) administratiop in'the .0 .

‘prevention of exercise-induced

Weherebyccmfyastothefonomng S AR DR

ronchospasm (EIB) in patients 4 years of age or greater. -~

Secton 7, tem VII of this applicaion comtans a ls of published swdics or publicly

- available'reports. of clinical investigations known fo Glaxo Wellcome'through  literature
. searchthat are Televant to' the use. of Serevent Diskus Inhalation Powder for long-tetm - ;
‘twice' daily: (morning and evening) administration in the prevention of exercise-induced:
‘bronchospasm in patients 4 years of age or greater. This search is comprehensive in that it
includes data for the use of salmeterol xinafoate. dry powder in patients 4 years of age or

greater with EIB and covers the period of October 1. 1995 until January 15,1997 @ . L

Glaxo Wellcome has thoroughly seached the lerarure and 1o the bt of o knowiedge,

the list is complete and accurate and, in-our opinion, such published studies or publicly i
available reports: do not provide a sufficient basis for'"the_**a‘ppi-pyal; ‘of Serevent Diskus -

In.halauon POWdcr for such use. .. IR

Thus, Glaxo Wellcome Inc. is entitled to exclusivity as this application contains reports of . .
new.clinical investigations'(other thin bioavailability ‘studies) essential to the approval of .~ -
- the ‘application and- sponsored by Glaxo Wellcome Ine.. The following investigations ‘are’” ~ =~

“essential to the approval of the application” in that thers are insuffi fficient daté"available in - e

the public domain to support FDA approval of the indication. = .. S
SLGA2013 A’ randomized, double-blind, double-dummy, singledoss, -
R .~ four-way: crOSSc_)ver;‘cdmp_aﬁSOn{of.-sa.' Imetero 1 50mcg. and:
' 100mcg via the Diskus™, salmieterol 50meg via the metered-

| ‘dose  inhaler: and . placebo for the prevention of ‘exercise- © - . . - - .

ind‘uced_. btbﬁdhﬁspa'sm_f'a_ﬁdf:‘édo]egcent:e aﬂdgadu'h__._ snbjectsf o
'with'a's'thm_é.'(RMl996/00095/QO):'E LT e




A randomized, double-blind, double-dummy,_single-dose,
- - four-way. ¢rossover : comparison of “ salmeterol- 50meg and - TR
_ " 100mcg via the Diskus™, salmeterol S0meg via the metered-
- .dose- inhaler and placebo for the prevention of exercise- . . - S
% induced brbncho'spas"tﬁ}fand:-adoléSCeht;'and_iadult_-'-'subjccts&_f T
. with asthma (RM1996/00163/00) BRI S

A’ randomized, “double-blind, double-dummy, single-dose, SRR
- three;wayf_-Croésover}:*comparisong of : salmeterol : xinafoate: R

~ 50mcg and placebo: given by the multi-dose powder’inhaler -~ . -

- and" Diskhaler for the: prevention  of * exercised-indiced

bronchospasm . in - pediatric ' subjects - with - asthma -

i (UCR/95/014) f._g _1.‘:__":: B R

A randomized, ‘double-blind,  double-dummy, singlé-dose, DR
.+ four-way crossover compa.r'isoxg-‘-o'f.'Salmetmlf,.:ZSmcg:é-"a_nd_;; SRR

- Albuterol 180meg given by the metered-dose inbaler, nd SRS N
- placebo for the prevention of exercise-induced bronchospasti SRR SR
- In pediatric subjects with asthma (RM1996/00350/00) -

- The clinical investigations are defined as:“new” as they have not been relied on by'the - o
" FDA to-demonstrate ‘substantial evidence f effectiveness of previously approved-drug . .-
. products for any indication or of saféty for a new patient population and do not duplicate .
;"‘-'-'thé"fe:s.mme(."faﬁy'such investigation. . - i Lo e T

The nvesigaions were “conductd o sponsored by Glaxo Welleome” i that Glaxo.
Wellcome Inc. was the sponsor of the investigational new drug applications | R L

salmeterol. xinafoate multi-dose: powder- inhaler, IND( )

e and

-.'--under"which these investigations were con ucted. . o T

e RafﬁonaKmnerPBD U T PR LI onemioah
Prbd;’:‘ét.Di'réétori,‘Reg‘ulatory-Aﬁ‘airs;:;;_-;_; Lo _.;A_P_PEA_Rs- THISWAY .
L ONORGINAL




AT randomxzed, double-blmd, double-dummy,” five-way.
/. CrOSSOVer - comparative - chmca.l ‘trial-of smgle--—doses-;r of S

. salmeéterol 25, 50 and 100 mcg. via'the DlSkuSm (muludose s -
" powder inhaler), albuterol 200meg rotacaps via/ jand o
.- placebo- in- pediatric subjects aged 4-11 years thh asthma-_-_?_-.;-_"._-*?ff]fi S

3 (RM1996/00351/00) T T F IR ET

A randoxmzed, double-blmd, comparauve chmcal tnal of the Sl

- effects of twelve week courses of salmetero) xmafoazq R R N
*.- versus placebo in pediatric patients aged 4-11 yea.rs thh m11d-; e TR

- to-moderateasthma('UCR/95/028) RS S

A randon:u.zed, double-blmd, double-dummy parallel-gmup,;;'_:;_-.-_.;_:::;__ o
 comparative clinical trial of the effects of twelve week courses: ..
** of 50mcg and 25meg salmeterol powder via the stln:usTM BID{'- T
. versus Ventolin' rotacaps®: 200meg - QID- versus placebo in’ - - i
* pediatric “subjects’ aged '4-11 years with- mxld to moderate_?."_ o
-;i:asthma(RM1997/oo414/00) S I PN TIRE LI

3 ;:'The clinical mvesugatmns are deﬁned as “new” as they have not been rehed on by the-- R
-+ FDA to: demonstrate substantial evidence of effectiveness of previously approved drug R L
- products for any indication or of safety for a new patlent popu.lauon and do ot duphcate Seiag o

.- the results of any such mvesuganon. RS _ . L -

_The: mvestlgatxons were “conducted or: sponsored by Glaxo Wellcome” in that Glaxo'-."' L
‘Wellcome Inc. was the sponsor of the mvesuganonal new: dm a‘pggauons (INQ_
'Salmeterol xinafoate multi-dose - powder inhaler; and’

RIS
—)under wlnch these mvesngatmns were conducted

RamonaK.rmllet,Ph: I
Product Du'ector, Regulatory Aﬁ'au's
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it | Patent Informatlon ‘for
SEREVENT“‘ DISKUS° Inhalatlon Powder
S NDA 20 692 '

Active Ingredient: == .

3 ;'50 mxcmgrams of salmetcrol (as ]
- xinafoate) per bhster -

Dosage'Form. G égllnhalanon Powder
Route of Adlmmstratlon _::éz'Ora.lInhalanon .

Appllcant Fxrm Name' f" ' 5:': i :::'Glaxo Wellcomeln

.':Salmeterol and SN
.. Salmeterol Xmafoatc persc
RS composmons and various
Issue: Date- L o o -f_é'February 12 1991 '

Explratlon Date:é.‘ : K "3::3':Febmary 12 2008

Patent:.gNumber' 5,225,445 .

Ccovemtewseof
.- salmetsrol in patients thhi-?'-_i}-'_i R T
"reversxble a:rways obstrucnon ‘

Issue Dateéi;fféigr e 'f;:unlyG 1993

Expu'atlon Date° P ';E‘Fcbrua.ry 12 2008
G e :_}(theporuonofthepatentterm .,‘.'*3'
.. subsequent to Pebruary 12 2008_':'.
o hasbeend.lsclanmed) SRR




_';35 380 922

;zft'coversmxcroms’ibr"-;-. : IR
.:"'m.tcmcrystalsofsalmeterol Gl i P
;-_3_'xmafoatcandaproccss forltsj'.--_}_f T i S
;.-‘-'producuon - G

Coverage: -

- ;'January 10, 1995

IssueDate

_._-':" '??'coverstheproductadmxmsn'auon SR SERTEEREER
© o osystem

Issue ' 'Date.

Ei'January7 1997

Explration Date:' _ ‘ _::':' - 3_:§'§;'March 1 2011

': D 342 994.--.'_:-._-_-‘ 2

a entNumber S

R "covcrs the product
BRI admmxstranon system

Covéfa'gé‘:i :

Issue' Dat‘e. . January 4, 1994

Expxratwn Dategi?'_

;E:':amysa;;zoog-; .

" The Undemlgned certifies to the best of his lmowledge and belief the above hsted_é Lo
tgp_ts are. _vahd patents, clamng salmeterol xmafoatc or its adnnmsu'anon system, the S

L '_'.Cha.rles E Dadswell
--'_-;-.E'chlstcdeatcntAttomcy (.
";:jj.Umted States Regxstranon No 35 851 A




